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CLAIMS: 

■ aifference of one or more nucleoUdes between a nucleic acid 
Ame*odofde.ecungad,fferenceofon ..^pri^^g subjecung 

^.^.„be.es.ed3„dareference„uc.e.cac.mo.ecu^.-^^^^ 
,e.es. nucleic acid .oleculeiobasespecificcieavageo^^a.^^^^^^ 

.p.a.ng<beresu,,ingo,.gonuc,eo.defrag^-^^^^^^^ 

in said tested nucleic acid molecule. 

, .n«.odaccord.g»c^..«^;^i:.--acidr„o.u.io..s.disarnpU^ 

, „„ /Vtri orior to base specific cleavage, 
by a polymerase chain reacuon (PCR) pnor to 

, .„ , ^^wherein the base speciflc cleavage results in 
3 A method according to claun>«f*wn=« 
„hg„nuc,e„tidefrasment.of fromabout.basestoabou. lOOObases. 

, A .ethod accor.ng to - - ™ ^""^ " 

ohgonucleotidefragmentsoffromaboutSbasestoaboutSOObases. 

, A method accord.g to Ca^^-^HeSin the base si«c.nc cleavage results . 
oUgonucleoade fragments of from about4bases to aboutlOObases. 

, Amethodaccordingt<,^SiU:^i^ 
uracil specific cleavage. 

, An.tl«>daccordingto,,aim..bere.theur.as,.mcc.eavageismedi.^ 
N-glycosylase. 

^^'^f^Lffls^-te-? further comprising subjecting 
8 A method according to/^any-^«^-o£-ei«««^^^ 
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fragn.enU.ion pro.uc. .o ft-nher separaUon (PSD, .0 generate a spectrun. fron, .ecay 
dependent on the nucleotide sequence of the oligonudeot.de. 

^™.a.odaccordingtocU^8wheteinthe,i.t*e.separationoffragme„.aUonp^^^^^ 
is by post source decay (PSD). 

,0 Acon^uterprogbn^ecapabieofcomromngamethodofdetectingadifferenceofone 
o.„.ote nucleotides beXnanuc.eicactdn,oiec„,e to be tested andareferencenucietca.^^ 
.oiecule. s.d ntethod Iptising subjecting .be test nuCe.c acid nto.ecule to base spea^c 
cleavage to generate olilnucleofde frag,„en.s. separaUng .He resulting oUgonucleo.,de 
.agn.n.sbased on ntassbLALDl-TOFMS and/or other equivalent procedure to producea 

fingerprtnt of tbe oUgonucLtide fragments contprtsing one or more peaks a^^ 
Jrelts .be mass o, Jfragntent and «ng an al.ered pea. .lartve .o a r^.nc^ 
nucleic acid ™,leculesubjeci.o tbe sa^e procedure Wherein tbe presenceof an alt^dpe^ 

is indicative of a difference oLe or ntore nucleoudes tn said tested nucleic actd molecule. 

„ . A r^thod according to ciapt ^-^^^Tin tbe nucleic acid to be .es.ed is ampUfied by PCR 

prior to base specific cleavage. 

,2 A me.hod according .o'c.ai;r9 ^ wherein .he base speciBc cleavage result in 
oUgonucleoUde fragments of from about 2 bases to abou. 1000 bases. 

13. A method accordmg to claim.9<;:^in the base specftc cleavage ..sulu to 
oligonucleoUde fragments of from abou. 3 bases .o abou. 500 bases. 

,4 A me.hod according .o claim -r0<herein .he base specific cleavage results tn 
oligonucleotide fragments of from about 4 bases to about 100 bases. 

H ,^.^£^i<?Si2im-*1o-B wherein the base specific cleavage is 
15. A meUiod according to^ijiiiy unt 

uracil specific cleavage. 
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uracU-N-glycosylase. 

Lpa^cn o, fra^enuucn produc. .o s.„e«.e a .pec»u. .0™ decay dependent on 
nucleotide sequence of the oligonucleotide. 

IS. An.,hodaccording.oc.^r7«here^a«mr.^rsepa,aUonofiras— np^du^ 
is by post source decay (PSD). 

„ An appara^s capableVf ae.ect,ng a deference of one or ™re nuCeot.des becween a 
Lc ac.d lecn,e .0 . Ld and a ...nee noOe. ac.d 

comprising means of subjecJthe test nucleic acid „K.iecu.e to base sp^cftc Ceavag o 

g tlteo gonucieotide^gt^nVp--'- — "^^^^^^ 

Is byN^Dl-TOF MS and/Lher equivalent procedure to produceaf,ngen>n«^ 

Zl-^tscott^ristll^^ 

eal fragment and idenU^in^iW^ ...ative to a reference nucle. ac d .^olecule 

to tbe same pr^ We presence of an aitered pea. is .nd.cat.ve of 
difference of one or more nuc.eotidehn^d tested nucleic acid molecule. 
.0 Anapparatusaccordtngtoclail^ulThercomprisingfurtherf^Smen.^^^^ 

Is to glrate a spectrum fromW^e"-"' » ^^"'"^ 
oligonucleotide. \ / 

,1. ' Anapparatusaccordtagtoclalm-il^^^ 
is post source decay (PSD). / \ 

22 UseofMAUJl-TOFintl^d/ectioLadiflerer^eofoneormorenucleotidesbetwe^^ 

a nucleic acid molecule to be tested and a reWence nucleic acid molecule. 

23. use according to daifi^^^urther coLrising use of PSD to generate a spectrum for 
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decay dependent on rtMquence of an oligonucleotide. 

. ,hod for idenWng and/or locating a mutation in one or more bases in a target 
" , . T^Z^X^. *e test nucleic acid molecule to .a. specific cleavage to 
nucletc ac d """^^^^^ 3epara.ing the resuMng oUgonudeotide fragments based on 

l^rrrotS^oLe^valentproceduretoproduceaf^^^^^^^ 



25. A 1 
amp] 



u xyfAinTTOF MS ai\d/or other equivalent proccuux^.wt. 

subjected to the same procedlre wherem the presence of an altered peak 
difference of one or more nucLdes in sa,d ,es,ed nucleic acid molecule. 

„ method according to c.ai.,.24<herein the nucleic acid molecule to be tested . 
.plifed by a polymerase chain reaction (PCR) prior to base specific cleavage. 

A method according to claim a4^wherei„ the base specific cleavage results .n 
ohgonucleotide fragments of from about2 bases to about 1000 bases, 
i ,7 ^™thod according to claim-^^^rein the base specific Cleavage results in 

■3 oligonucleotide fragments of from about 3 bases to about 500 bases. 

,S A method according to claim ^f^ereln the base specific cleavage results . 
oligonucleotide fragments of from about 4 bases to about 100 bases. 

^^'*ir2-JdlU*i,r9» wherein the base specific cleavage is 
29. A method according t^nrot^J^fcW'''^**^*^^^^ 

uracil specific cleavage. 

30. A method according to clahn J9 «h«ein the uracil s^ific cleavage is mediated by 
uracil-N-glycosylase. 

^ . 31. A method according to,,=^2i^:?e,^i^ 

C/^ fragmentation products to further separaUon (PSD, to generate a spectrum from decay 
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dependent on the nucleotide sequence of the oligonucleotide. 

32. An^thodaccordingtocto-Slwhere^^ 
is by post source decay (PSD). 



